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T1  Tmin ,	 Ti1  Ti (TmaxTmin )
[ 1
N1] .	 		 	 	 	 	 	 	 (1)	
Exchange	of	simulation	temperatures	are	attempted	periodically	and	accepted	according	to	a	
Metropolis	criterion	that	maintains	the	detailed	balance4.	
p(i j) min[1, e(i j )(EiE j ) ],	 	 	 	 	 	 	 	 (2)	
where	 i 1/ kBTi ,	 kB 	 is	Boltzmann’s	constant,	and	 Ti 	 and	 Ei 	 are	the	temperature	and	
potential	energy	of	replica	i.	After	a	successful	exchange	of	simulation	temperatures,	the	velocities	
of	swapped	replicas	are	rescaled	according	to,	
P(Tj )  TjTi
P(Ti ),  P(Tj )  TiTj
P(Ti ) .	 	 	 	 	 	 	 (3)	








  max[ (sii1)r
i1
N1 ]













f (T )  ncold (T )
ncold (T ) nhot (T )
,	 	 	 	 	 	 	 	 	 (5)	








Ti1 / Ti  (Tmax / Tmin )2/(N1) .	 	 	 	 	 	 	 	 	 (6)	
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Method	 Initial	State	 Length	(μs)	 Tm	(K)	 NTR	 NTS	 τTS	(μs)	
EE	
Folded	 100	 351	 4423	 28	 28.6	
Extended	 100	 352	 4003	 24	 33.3	
CM	
Folded	 100	 354	 18533	 18	 44.4	
Extended	 100	 352	 19570	 23	 34.8	
Standard	 Folded	 100	 352	 1411	 21	 38.1	
MD	@	354K	 Folded	 200	 −	 −	 14	 14.3	
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Figure S1: Time series of the temperature (condition number), total energy, RMSD and the numbers of 
native and total (nonspecific) contacts for a single replica (replica 1 from the EE control run; see main text). 
Nonspecific contacts are considered formed whenever the CA-CA distance is below 10 Å. 
	
